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Remarks 

The Office Action mailed 26 September 2002 has been received and reviewed. 
Claims 29, 32, 33, 45, 46, 48, 50, 51 and 53 having been amended and claims 54 and 55 having 
been added, the pending claims are 21-26 and 29-55. Claims 34, 35, and 48-53 are currently 
withdrawn from examination, as drawn to non-elected inventions. Reconsideration and 
withdrawal of the rejections are respectfully requested. 

Support for new claims 54 and 55 is found, for example, on p. 8, lines 6-15 and 
1 8-20 of the specification. Support for the claim amendments is found throughout the 
specification. For example, support for the recitation "a CGRP-binding peptide" in amended 
claims 29, 48 and 51 is found on p. 8, line 16 of the specification; support for the recitation "in an 
amount effective to inhibit CGRP binding to one or more CGRP receptors" in amended claim 29 
is found on p. 16, lines 4-6 of the specification; and support for amended claim 46 is found in 
original claim 46, 



AFFIRMATION OF ELECTION 

The Examiner has acknowledged the Applicant's election, with traverse, of Group 
I, claims 21-26 and 29-47. Applicant's again respectfully request reconsideration and withdrawal 
or modification of the restriction requirement. It is respectfully submitted that the inventions as 
claimed can be readily evaluated in one search without placing undue burden on the Examiner. 
And, were restriction to be effected between the claims of Groups I-DI, a separate examination of 
the claims in these three groups would require substantial duplication of work on the pan of the 
U.S. Patent and Trademark Office. 

The Examiner has also acknowledged the Applicant's species election with 
traverse of SEQ ID NO:2. This election is made with traverse to the extent that it is understood 
that (a) the requirement will be withdrawn upon the finding of an allowable genus; and (b) any 
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species withdrawn from consideration will be transferred to the elected subject matter unless it is 
found patentably distinct from the elected or allowed claims. 

Information Disclosure Statements 

A copy of the PTO-1449 mailed March 20, 2001, considered and initialed by the 
Examiner was received with the Office Action mailed September 26, 2002. It is noted that Ling 
et al„ "Synthesis of Antigenic Determinant Tyr-CGRP=(27~37) of Calcitonin Gene-Related 
Peptide," Chemical Abstracts, ]22{15): 11 17, Abstract No r 122: 188122f (1995), has been lined 
through on the PTO-1449 and has not been considered by the Examiner. The Examiner has 
provided no explanation. 

A copy of page 3 of the PTO-1449, previously mailed on March 20, 2001, citing 
Ling et al, and a copy of the Ling et al. abstract are provided as Exhibit A with this Response for 
consideration by ihe Examiner. If the Examiner cannot consider this reference, he is invited to 
explain why he is unable to do so. 

The Claim Objections 

The Examiner objected to claim 31 for encompassing a non-elected species, SEQ 
ID NO;l, and required the Applicant to amend the claims to recite upon only the elected 
invention. SEQ ID NO:l is a non-elected species, which will be examined when a generic claim 
is indicated to be allowable. Applicants request this objection to claim 31 be held in abeyance, as 
the election of species requirement will be withdrawn upon the finding of an allowable genus. 

The 35 U.S.C. S112. Second Paragraph. Rejection 

The Examiner rejected claims 21-26, 29-33, and 36-47 under 35 U.S.C. §1 12, 
second paragraph, as being indefinite for failing to particularly point out and distinctly claim the 
subject matter which Applicants regard as the invention. 
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The Examiner rejected claim 29 as indefinite, as it is unclear what effect is 
achieved by the "contacting step." Claim 29 is drawn to a method for inhibiting CGRP binding to 
one or more CGRP receptors comprising contacting a CGRP receptor with a composition "in an 
amount effective to inhibit CGRP binding to one or more CGRP receptors." Thus, Applicant 
submits that the effect to be achieved by the contacting step is clear. 

The Examiner rejected claims 32 and 33, asserting that there is insufficient 
antecedent basis in claim 29 for the recitation "Z is an antagonist." This objection is respectfully 
traversed. Claim 29 recites "wherein Z is a CGRP receptor-binding peptide." Dependent claims 
32 and 33 are drawn to the method of claim 29, "wherein Z is an antagonist." Applicant's 
respectfully submit that adequate antecedent basis for this recitation is found in claim 29. 

The Examiner rejected claim 45, asserting that there is insufficient antecedent 
basis in claim 43 for the recitation "Rl is." Claim 45 has been amended to depend from claim 37. 
Applicants respectfully submit that adequate antecedent basis for the recitation "Rl" is found in 
claim 37. 

The Examiner rejected claim 46 as indefinite in the recitation "a CGRP antagonist 
and a peptide or polypeptide having at least 15." As recommended by the Examiner, claim 46 has 
been amended to recite "the peptide is a CGRP antagonist having at least 15." 

These amendments have been made to clarify the claims and do not further limit the 
claims. Withdrawal of the rejection of claims 21-26, 29-33, and 36-47 under 35 U.S.C. §112, 
second paragraph, is respectfully requested. 

The 35 U.S.C. $112. First Paragraph. Rejection 

Claims 21-26, 29-33, and 36-47 were rejected under 35 U.S.C. 1 12, first 
paragraph, as containing subject matter which was not described in the specification in such as 
way as to enable one skilled in the art to which it pertains, or with which it is most nearly 
connected, to make and/or use the invention. This rejection is respectfully traversed. 
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Specifically, the Examiner asserted that the specification provides inadequate 
guidance for the preparation of peptide Z of the claimed method. Applicants respectfully 
disagree. Claim 29 and dependent claims 21-26 and 30-47 are drawn to methods of inhibiting 
CGRP binding to CGRP receptors by contacting a CGRP receptor with a composition comprising 
a peptide having the general formula R'-X-Z, in an amount effective to inhibit CGRP binding to 
the CGRP receptor, Z is a CGRP receptor-binding peptide. Applicants' respectfully submit that 
the specification provides adequate guidance for the preparation and use of such CGRP receptor- 
binding peptides. See, for example, p. 16, lines 13-22 and Example 2 of the specification. 

Further, the Examiner asserted that the specification provides inadequate guidance 
for the preparation and use of the antagonistic peptides of claims 32 and 33. Applicants 
respectfully disagree. The peptides of dependent claims 32 and 33 are CGRP receptor-binding 
peptides that are antagonistic of human CGRP (claim 32) or a-CGRP or p-CGRP (claim 33). 
Applicants submit that the specification provides adequate guidance for the preparation and use of 
the such antagonistic peptides. See, for example, p. 15, lines 19-25 and Examples 2 and 3. Thus, 
it would not require undue experimentation of one of skill in the art to make and use the 
antagonistic peptides of claims 32 and 33. 

With this rejection under 35 U.S.C. 1 12, first paragraph, the Examiner asserted 
that "an antagonist of CGRP can be neither a vasoconstrictor nor a vasodilator, therefore, it must 
not be a vasoactive peptide." Applicant's respectfully disagree. While the specification states 
that the "term Vasoactive peptide' refers to peptides that are capable of causing vasoconstriction 
or vasodilation," (p. 8, lines 14), the vasoactive peptides of the claimed invention are not limited 
to only peptides that cause vasoconstriction or vasodilation. As defined in the specification, the 
"term Vasoactive peptide' as used herein refers to peptides with physiological activity, 
particularly, but not necessarily solely, directed in activity to the vascular system and preferably 
peptides with CGRP antagonist activity" (p. 1 1, lines M of the specification). Peptides with 
CGRP antagonist activity are peptides that inhibit CGRP activity (p. 15, lines 20-21). Thus, 
peptides with antagonist activity, that inhibit CGRP activity, qualify as vasoactive peptides, as 
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defined by Applicant. And, as noted in the specification, a variety of vasoactive peptides that 
function as CGRP antagonists are known in the art (p.8, lines 18-20). Thus, it is respectfully 
submitted that an antagonist peptide is a vasoactive peptide. 

For the reasons discussed above, Applicants request that the rejection of claims 21- 
26, 29-33, and 36-47 under 35 U.S.C 1 12, first paragraph, be withdrawn. 



for allowance and notification to that effect is respectfully requested. The Examiner is invited to 
contact Applicants' Representatives, at the below-listed telephone number, if it is believed that 
prosecution of this application may be assisted thereby. 



Summary 

It is respectfully submitted that the pending claims 21-26 and 29-53 are in condition 




§ 1.6(d) 16 the Patent and Trademark Office, addressed to 
Assistant Commissioner for Patents, Washington, D.C. 
20231, on this 26 11 ' day of Dccemher . 2002, at 



The undersigned hereby certifies that this paper is being 
transmitted by facsimile in accordance with 37 CFR 



[ft AO Ai^ (Central Time). 



CERTIFICATE UNDER 37 CFR § 1.8: 



Respectfully submitted for 
Derek David SMITH et al., 
By 

Mueting, Raasch & Gebhardt, P.A. 
P.O. Box 581415 
Minneapolis, MN 55458-1415 
Phone: (612) 305-1220 
Facsimile: (612) 305-1228 
Customer Number 26813 
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patent trademark office 




Reg. No. 33,977 
Direct Dial (612)305^1217 
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APPENDIX A - SPECIFICATION/CLAIM AMENDMENTS 
INCLUDING NOTATIONS TO INDICATE CHANGES MADE 
Serial No.; 09/813,345 

Docket No.: 180.0002 0102 

Amendments to the following are indicated by underlining what has been added 
and bracketing what has been deleted. Additionally, all amendments have been shaded. 




In the Claims 

For convenience, all pending claims are shown below. 

2 1 . The method of Claim 29 wherein the CGRP receptor is on a cell. 

22. The method of Claim 29 wherein the CGRP receptor is cell free. 

23. The method of Claim 21 wherein the cell is in culture. 

24. The method of Claim 2 1 wherein the cell is part of a tissue. 

25. The method of Claim 2 1 wherein the ceil is in an animal. 

26. The method of Claim 25 wherein the animal is a human. 



29. (AMENDED) A method for inhibiting CGRP binding to one or more CGRP 

receptors comprising contacting a CGRP receptor with Illiillilii ^^W^fj a 
composition comprising a peptide having the general formula: 
R'-X-Z 

wherein Z is a WSM ^SB«P Pf peptide, R> is an organic group, X 
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and wherein R 2 and R 3 are independently H or an organic group and n is a whole 
integer between 1 and 10| 




5 

30. The method of Claim 29 wherein Z is a peptide fragment of at least 15 amino acids 
from CGRP. 

3 1 . The method of Claim 30 wherein Z comprises the amino acid sequence of SEQ ID 
10 NO:lorSEQIDNO:2. 

32. (AMENDED) The method of Claim |£ HI wherein Z is an antagonist of human 
CGRP. 

15 33. (AMENDED) The method of Claim H ffl wherein Z is an antagonist of a-CGRP 
or p-CGRP. 

34. The method of Claim 33 wherein Z comprises the amino acid sequence of SEQ ID 
NOS:6-17 and 23. 

20 

35. The method of Claim 33 wherein Z comprises the amino acid sequence of SEQ ID 
NOS: 18-22. 
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36. The method of claim 29 wherein Z is a CGRP antagonist peptide fragment selected 
from the group consisting of amylin, CGRP and adrenomedullin. 

37. The method of Claim 29 wherein R 1 is an aromatic group, a heterocyclic group or an 
5 alkyl group and R z and R 3 are independently H, an aromatic group or an alkyl group, 

38. The method of Claim 37 wherein R 1 is a C 1 -C4 alkyl group. 

39. The method of Claim 38 wherein R' is a fluoroalkyl. 

10 

40. The method of Claim 38 wherein R z and R 3 are independently H, aCt -C4 alkyl 
group or a phenyl moiety. 

41. The method of Claim 38 wherein R 1 is a C5-C10 aromatic group, a C5-C9 
1 5 heterocyclic group or a C 1 -C4 alkyl group. 

42. The method of Claim 41 wherein R 2 and R 3 are independently H or a C5-C10 
aromatic group or a C1-C4 alkyl group. 

20 
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43. The method of Claim 37 wherein R 1 has the general formula: 




and wherein R 4 -R* are each independently selected from the group of H, fluoro, 
chloro, bromo, iodo, nitro, nitrile (cyano), amino, N-methyl amino, N,N-dimethyl amino, 
5 hydroxy, methoxy, thiomethoxy (S-methyl), methyl, ethyl, n-propyl, iso-propyl, n-butyl, iso- 
butyl, sec-butyl, tert-butyl, trifluoromethyl. trifluoromethoxy, vinyl, acetamido, phenyl, 
toluyl, and methoxyphenyl. 

44. The method of Claim 43 wherein R 6 is trifluoromethyl and R a , R 5 , R 7 and R 8 are F. 

10 

45. (AMENDED) The method of Claim H j| wherein R ] is 



15 46. (AMENDED) The method of Claim 43 wherein the peptide is a CGRP antagonist 



h1|Ss r^j§Ipyfe%f^^p^fd| : dfj at least 15 consecutive amino acids selected from a 



protein from the group consisting of N-<x-benzoyl>a-CGRP, N-a-benzyl-p-CGRP, N-a-benzoyl- 
P-CGRP and N-o-benzyl-a CGRP, dibenzyMi-a-CGRP and dibenzyl-h-p-CGRP. 




and wherein Y is selected from the group consisting of O, NH, and S. 
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47. The method of Claim 37 wherein R 1 is selected from the group consisting 




and wherein X is selected from the group consisting of C and N. 



5 48. (AMENDED) An assay for identifying CGRP antagonists comprising: 
combining a peptide having the general formula: 
R'-X-Z 

wherein Z is a BlSi We^S^^^SSS peptide, R 1 is an organic group, X is 

OOF? 

II II I 

-C— , — S-,cr -ta- 
ll i, 
O F? 



10 and wherein R z and R 3 are independently H or an organic group and n is a whole integer between 
1 and 10, with at least one CGRP receptor and a test CGRP antagonist with at least one CGRP 
receptor; and 

comparing binding of the peptide to the CGRP receptor with binding of the test 
antagonist to the CGRP receptor, wherein improved binding of the test antagonist to the CGRP 
15 receptor in the presence of the peptide identifies a candidate CGRP antagonist. 
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49. The assay of claim 48 wherein Z is a peptide fragment of at least 15 amino acids from 
CGRP. 



5 SO. (AMENDED) The assay of claim H 1 wherein Z is an jf BgB)B of 
human CGRP. 

5 1 . (AMENDED) A method for identifying a CGRP receptor in a cell sample comprising: 
Contacting a peptide having the general formula; 
10 R'-X-Z 

wherein Z is a IB11|§| jj^j^ ^^^P^ peptide, R 1 is an organic group, X is 

O O R? 

II II I 

-C-, -S— ,or -ta- 
ll i, 
O FT 



and wherein R 2 and R 3 are independently H or an organic group and n is a whole integer 
between 1 and 10, with a cell sample to detect binding of the peptide to the cell; and 
1 5 isolating one or more receptors binding the peptide to the cell . 

52. The assay of claim 5 1 wherein Z is a peptide fragment of at least 1 5 amino acids from 
CGRP. 

20 53. (AMENDED) The assay of claim 51 wherein Z is an MjPpj ir^pp of hnm,n 
CGRP. 
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mid no ioictnwiduo ROE cross-peaks except (or the sequential 
backbone signal*. These results were as eapectad for ■ random coil 
conformation. Conversely, II gave NMR spectra with Ipdlcatinne of 



mol. simulations -were carried out to visualise- chase conformational 
biases- Tha rigidly oriented aide chains of the (EHyclo-Met d«iv. 
{wherein th* a- amino group and the aide chain an trans with respect 
to the cyclopropane tine) had » severe effect on tha allowable *!/ 
values than an (ho <S torsions. The lowest energy structures 
genu rated in the dynamics run after minimization ware grouped into 
families to give representationa of related eonlariiiara. Finally, the 
results from the NMR and QMD Studies were compartd. Far ll, a 
good correlation *u round, indicating a bias toward a 7 -turn 
structure in goto, We predict that (E)-cyclcr-Mel residues in larger 
paptidaa could indues formation of turn or 3io-ba]ical structures. 

ISO: 188119k A n««r convenient route for the synthesis of 
DOPA pen tide*. Nakoniecina. Luria; Priycbadxen, Witold; 
Chbniak, Andrsei (Fac. Orp. Chenx, Technical Univ. Gdansk, 8Q-9S2 
Gdansk, Pol.). LLebig, Ann, Chem. 19M, (10), 1055-B (Eng). 
The tirt-butyldimeihylairyl group is introduced a* the catechol 
protective group for DOPA, Boc-DOPA, and DOPA esters. The 
protected Boc-DOPA and DOPa eater* ware used a* the starting 
materials for the synthesis of piotacted N-tartninal DOPA and 
C-terzsinal DOPA dipeptides. Optimal conditions for (^protection 
are presented. Addolyals ot the folly protected DOPA peptides gives 
the pure DOPA dipeptides quant in ens step- 
122; lS8l20d Design, synthesis, and activity of conformation's 
"" peptide-hMed inhibitors of HIV 




Can.), Bioorg. Med. Chem. 



Btoorg. Med. C 
[tionally~cnnsb( 



inhibitors. 



withr* 



structure of 0n-- psptapeptide, 
tuted elyeines Under favorable 
n to taltv place between tha two 



shorter peptides. Tha 3io-helieal structure of Htv \ 
promoted by th* two C»— disubrtituted a 

eaptf, conditions, a)lo»s an interaction to lal .. r _ ...... ._ 

nitiojjds TOAC side chains spaced by ons turn of the belli. Taken 
together, these ttsulta suggest that TOAC is az> esodlent prpbe for 
exploring bends and helixes in doubly labeled peptide. 

122: U8124fa SyntWs end reaction* wHb/DNA of a family or 
DNA-DNA Affinity crosslinklng ~ - - 

Hoplrir.5, Paul B. CD«p. Chem., u. 
B819S USA). Titrakedran 1984. 



L^eb^^-plEMylenc^l^X d; A '= CH-.CH. C. , . . 

R = CHsCONHs, CHMei; n »■ 2-4) »ith 17- to 19-mcmbered ring 
aystema. ha«o been designed and synthesized as HIV preteaaa 



„ itudim, and certain cyclic Inhibitors tveta developed with 

HIV protaatc ICjo values of r>l nM, and antiviral activities 
(HiV-l/RF infected MT-2 cells) of ECao = 4-a nht 

122.- 168121b Synthesis of fc-Myb protein (3S-89)-NH, mine- a 
DartJaJly protected peptide thJoeSter. Zhang; Ruo-Hehg Xu, 
Xiao~JJa; Tang, You-Qi; Hojo, Hirenobo: Aunoto, Saburn 
(Department of Chemistry, Pelting University, Beijing, Paop. T 
China 100871). SeL China, 3er. B 1994. 87(8). 932-9 (I 



122: \a8l22f Synthesis of antigenic determinant Tjrr-Ct_„ 
(37~37) of caloitaain gtmB-rrlaied peptide. Ling, itm: Ftong. 
Yalift; Lu. Miaoru; Hu. Xjaoyu (Dep. Cant Lab., Naval General 
Hasp., Beijing, Peop, Kop. China 100037). Ztangguo Voemu Huoxiis 
Zathl 1994, 4(2), 131-3, 136 (Ch). By oae of MBHA rean and Bee 
strategy antigenic determinant Tyr-CG RP (27 — 37) of calcitonin 
grnB-ralated peptlds (CGRP) was synthawzed by MerriCeld solid 
phaic syntbeciB. Hydroxy groups In Sor, Thr and Tyr were protected 
with bentyl groups, the amino group of Lye wbj protscted with Cr-Z. 
The structure of Tyr-CQRP(a7--37) wa* eenfjrBed on the b M is pf 
FAB-MS and amino acid anal 

. eonformarjona) 

«bal<>d r>-»-dtBL, 

FoTraaegio, Fernando; Criama. 

PiOoni, Giuseppe; Corvoia, Carlo: Toffoleiti, Aniodio; 

t. Gary V.; ffanaon, M. Paul; et al (Depnrtmont of Organic 

Chemistry, University or Padova, 36131 Padua, Itah/). J. PtpL SeL 
199S, KLauneh Issue), 45-67 (Eng). A vnrfety of hast ^-alanine 
homopeptides fto the pentanur) eontg. one or tvs apin-lsbeled 
2AS,6^ete«»jeUiy»pi>ar;dino-l-oay]-4-ainino-4>eaiboiylic acid 
(TOAC) residue* were syBtbeaiied by tain, methods and fully 
characterised. The CDnfarmational features of th* termraajly 
blocked, doubly spin-labeled nnntapeptida 4-BrC«H,C0-T0AC-{Ali 
a)rTOAC-A|a-NNCMei vera examd, by May oyatalleg. and in 
ooln. using a cDOibination of technlcjuas (Courier transform 1R, CD, 
eyclie volUrametiry, and ESR) in oompan'eon with singly labeled 
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50(42). 12065-B4 (Eng), 



and mtrastrand crcar-lrnks at the sequence* B'-d(CGAATT) and 
S'-d(GGAATT). rasp. The lesions from hydrolysis of the phespbodiester 
backbones of inter- and in traa Grand crMs-hnked DNit w«re identical 
I (n = 2] was 1000-fold more active as a erasslinking agant than 
Sj^ia-QqrdroaymethylM-nietbypyiTole. The cytotoxicity of I [n ■ 
3) w«s comparable to eia-DDP. 
122: lB812Sj Tha ueo of HMOC-TOCSY exfiuinieribr for «lu= 
:ldarisg; the structures 'of bicyclio lactams: uncovering a 
lurprise reaxraDgeaent in the aynshesia of a key Pro-Pha 



bnllding blook. Moeller, Kevao D.; Kanau, Catbelean E.; 
d'Avignen, Andre (Dep. Chemistry, Waabinglon Univ., St. Louis, 
MO 63130 USA). 7etroAedn>n teft. 199*, 35(e:, 625-8 (Eng). 
HMQC-TOC3Y arpta. were used to uneataivoeally assign the ring 
tkaletpu of seveial bieyeJie lactams. This work diamonstrated the 
power of these Uchniaues for establishing tha complete carbon 
eonnsctivity of peptida building blocks «vith closely overlapping 
protops. In addn., it has lea 10 the discovery of a surprise 
rearrangement reaction and allowed for the correction of s previously 
mlssasigned Pro-Fhe building block ring " ' ' 
122: Wai26k Mnranyl neptida aaal« 
" ■ hogonafSPPS. Ct 



low syuthefis or 
'insham, Barry IL; 
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peptide „ 

John; Jencs. A. Brian (Dep. Synthetic C , , - 

Research LaborBtorins, Rahvay, NJ 07065 USA), Tetrahedron Lett 
1994, 35(51), 9B17-S0 (Eng). A dapsipeptidc mimic of the 
Grata-poa. murmayl peptide «u syntheilsad oa <«a[n using both Bob 
and Ptnoc. pro taction Rtrategies. The depsipsptida unit !■ chem. and 
itareochttn. compatihl* «nth both Boc and Fmoc chembtriaa and 
with HF cleavage conditians. 

122: 188127m Syntbeais of activated dlsalBde adduets eootaisung 
a 4-dia«ocyclahBxa-a,S-di(>nona precursor fot photonffiniiy 
labeling. Dugavc, Christopha; Kessler. Pascal (Department 
d-lngaslerie at d-BUlde des Protei&es (DIE?), C&V, 91191 Yvette, 
Th,). Tttrahedren Lett. 1994. Sfi(51), S667-fl0 OEng). Nt» 
activated disulEdes bearing a 4-diszoeyrlaheia-2 r &-d iei 



^ tynthesiaad in order to build up pbotosctivable and eleavabla 
P«p tides via cysteine modification. 

122:188128n <T^-Cv<J 0 Mltadianyl)Fe(Ca)i-cDmpira ofMalalaudB 
ainiontan organemeteJlic carbanyl probe for biomsleeule.* 
containias; HB groups. Rudolf, Begtis; Zakrzewvld, Janun (Dep. 
Organic Chora., Utviv. Lodix, EB Narutowioa, PoL). Tetrahedron 
Lett, 1994, 36(61), 9611-12 (Eng). Synthesis of W-eydopentodias 
-7])Fe(CO) 2 (it'-malsimidito) cornplor and its reaction with £-cyste(na 
u estar hydrochloride end glutathione are reported This reaction 
ibha iarraductioq of a' metal carbonyl probe tntu b'omols. contg. 
US groups. - 

132; 188129D Urn of l^-BaphthaJraasalfrayloaylieB.aotriawle 
an coupling x-Kscrnt is ae Ud phase peptide aynthesla. Kundu, 
BUoy; Slrokla, Suabtna; SKukb, Maniaha (Division Blopolvners, 
CwitralDrug ReseaicK Instituta, Luclonow, 22fl00l India). Tmtrahedran 
iBtt, 1934, 35(61), 9613-16 (Eng). Application of l-fl-napr*balen= 
eauJlenylcayberriotriaxolB (NSBU as as eflieient coupling reagent in 
solid phase ia reported. It haa been suitable far tbe rapid and quant, 
eouphnc of vaiioua amitiD acid derive.. 

122cl88l30g Solid-phaaa syptheals of 'head-to-tail' oyclio 
peptides via lysine aida-ehain anchoring. ALsina, Jordi; Rabanal, 
FVarwese; Chalc, Eiricr; Alb«Hcio, Fernando (D«p. Organic Chem,. 

- " ' Spain E-0802B). Tetrahedron Lett. 

1 The N.N'-disuccinimldyl carbonate 



1994, 

(DSC) has I 

conventional bydrosymeth; . 

which ar« Suitabls for the incorporation of protected amiso acids via 
an amino function, allowing the piapn. of 'fiend-to-Tail* cyclic lysine 
ennte. peptides. 

122: 188131b. Synthesis of the fragments t>t mellttin and their 
interaction with calnaodnlin. Liu, Lr-ptne Yen. Hu-aheng; Ni, 
i. Ha, Bing-Iln (Inst. Polymer Chsnv, 

— ™_, - -ap. Rap. China 300071). Skenguxi Huaxue 

Zothi 1894, lo(6), 651-6 (Ch). Fnur fragments of mdittin, Mel 12. 
Mel 13, Mel 14 and Mel 15, were manually synthesized by atd. 
solid-phase method. Their interaction with ixlmodutin was studied 
by electrophoresis method, inhibited activity of Ca»>-dependent 
a'.S'-eAMP phosphodiesterase and fluorescence technique. The 
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